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METHOD FOR DETECTING THE EFFECT OF DIFFERENT 
CHEMO-THBRAPEUTIC AGENTS AND/OR RADIATION THERAPY 
IN MALIGNANT DISEASES AND METHOD FOR SELECTING 
MORE EFFECTIVE THERAPEUTIC AGENTS FOR THE THERAPY 
THEREOF 



Hon. Commtssfoner of Patents 

PO BOX 1450 September 30, 2004 

Alexandria. VA 22313-1450 



RESPONSF Pi iRQi lANTTOSZ CFR S 1,1 1 1 

Sir: 

This communication is in response to the office action of April 2, 2004. 
Entry of the amendments and consideration of the remarks is respectfully requested. 
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IN THE CLAIMS 

Amend claims as shown below; cancel claims 7-8. Add new claims 1 1-13. 

1 (Currently amended) Me#ie# -A method fa r detecting the effect of different 
chemotherapeutic agents and/or radiation in malignant diseases by determinino th^ 
expression levels of the n53 gene and/or variants thfirpnf, comprising the step s 

(a) collecting cells and/or tissue from a subject with a malinnant n\^»^^^ 

(b) determining the expression of the p S3 gene or variants thereof hy »n:,iy<=i^ r^f 
p53-specific RNA. in a portion of the cells and/or tissue. 

(c) placing into culture an additional portion nf t he cells and/or ti.g.'^iii,^ , ^nH 
treating the cultured cell s and/or tis.9iie with one nr more cvto.gtatift 
scomooun ds and/or radiation treatments, 

(d) determining the expression profile »f th^ p53 oene nr variants thereof in th» 
cells and/or tissues by analysis of p53 -specific R NA. and, ^s^igninri «n 
observed change in the treated n^lL s' and /or tissue's expression profile fo tho 
corresponding troatment with one or more c ytostatic nomppunds and/nr 
radiation, and 



(e) comparing the ex p ression pro fil e o btained in .<;te p fb) with an eyprp^<i..n 
profile of step (d) and based on the comnpring . selecting one or rr,nro 
cytostatic com poi inds and/or radiation treatment s for admini.c^f^rinq to th^ 
subject. 

whereitytMe-e^e REion profil o o of apopt O B i s - r o gu l ating an dfe r ro l l g rowth regu l atin g 
^onoc and/or indjvidual difforonr nfr ( m ii tationc) I n the g c n > : s oguoncc o io dstemmed 
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and th o chang e c ascoctat o d w i th Ghomothora peutie-a§ ent6 and/or radiation t h orapy aro 
i d o nt i f i ed, r efifa o o ntod and diagnoct i oa l ly ovaluate dr 

2. (Currently amended) Method A method in accordance with clainn 1 , wherein the 
expression profiles of one or more additional genes are determined, the additional genes 
being selected from the group consisting of the Bcl-2 family, preferab l y Bax, p§3r-p16, 
caspases, Rb, cyciins, inhibitors of cyclin-dependent kinases (CDKIs), ATM and 
inhibitors of apoptosis proteins (iAPs)^ and/or mutat i ons variants thereof i n tho qones are 
determined using protein or DNA/RNA analyses and evaluated singly or in various 
combinations. 

3. (Currently amended) Me th od- A method in accordance with claim 1 , wherein individual 
differences in the sequence of apoptosis and/or cell growth-regulating genes and- and/ or 
the -their expression profiles of - th o ir g o ne product s, which occur in malignant di oo a GOc , 
are r ol at o d correlated with the apoptosis and/or cell growth-regulating genes' t o^an 
i nd i vidua ll y diffor e nt responsiveness to dfyas -cvtostatic compounds and/or radiation. 
and ar c e va l uat e d, particu l arly w i th r e gard to - th eir r e l e vance to tho rocpon s e - to th e rapy . 

4. (Currently amended) Method for selecting moro eff i cac i ou s-therapeutic agents for the 
treatment of malignant diseases, wherein the statBS- expression profiles of one or more 
ceil cycle genes and/or of apoptosis-associated target genes or of th ei r -gene products 
thereof, in body fluids, cells or organs are determined ex vivo and th e mor e- off i oac i ouo 
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